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Dear Doctor:
Please be advised of important changes to the prescribing information for '
ACCUTANE® (isotretinoin). .

The information pertaining to Adverse Experience reports of depression, which has

irt the ADVERSE REACTIONS section of the prescribing information, will now

appeared .
the WARNINGS section. The [ollowing revisions will be made:

also appear in
The WARNINGS section will now begin with the following paragraph in bold type:
wpsychiatric Disorders: Accutane may cause depression, psychosis and, rafely,
suicidal ideation, suicide attempts and suicide. Discontinuation of Accutane
therapy may be insufficient; further evaluation may be necessary. No mechanism
of action has been established for these events.”

h on depression in the ADVERSE REACTIONS section will become
{ that section and will be revised as follows:

-»

« The paragrap
'pa_rag'raph 5o
#In the post-marketing period, a number of patients treated with Accutane have
reported depression, psychosis and, rarely, suicidal ideation, suicide éttempts and
suidde. Of the patients reporting depression, some reported that the depression
subsided with discontinuation of therapy and recurred with reinstitution of therapy.”

that reports of these Adverse Experiences are uncommon but,

It is important to note
tial consequences, clinicians should be attentive to any new

because of their poten
behavioral signs and symptoms.

The paragraph in the WARNINGS section pertaining to pseudotumor cereBrt will now
appear after the paragraph about Psychiatric Disorders. The paragraph will remain in
bold type with no revisions to the text; however, the black box will be removed.

Please consult the revised complete product information for Accutane, which is enclosed.
If you have any questions about Accutare, we encourage you to call the toll-free number
for Roche Medical Services at 1-800-526-6367. Also, if you are aware of any serious

_ Adverse Experiences potentially associated with the use of Accutane, please report such
information to Roche at the above number or to the Food a“_d Drug Administration

MedWatch program at 1-800-FDA-1088.
Sincerely, '

Russell H. Ellison, MD - -~
Vice President
Medical Affairs
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AGCUTANE™ ...

(isotretinoin/Roche)  pregnancy
CAPSULES

CONTRAINDICATION AND WARNING: Accutane must
not be used by females who are pregnant or who may
become pregnant while undergoing treatment. There is
an extremely high risk that a deformed infant will result
if pregnancy occurs while taking Accutane in any
amount even for shorl periods. Potentially ail exposed
fetuses can be affected.

Accutane is contraindicated in women of childbearing

potential unless the patient meets ali of the following

conditions:

o has severe disfiguring cystic acne that is recalcitrant
to standard therapies

e is reliable in understanding and carrying out
instructions o

e is capable of complying with the mandatory contra-
ceptive measures

o has received both oral and written warnings of the
hazards of taking Acculane during pregnancy and the
risk of possible contraception faiiure and has ac-
knowiedged her understanding of these wamings in
writing

o has had a negative serum pregnancy test within two
weeks prior to beginning therapy (1 is also recom-
mended that pregnancy testing and contraception
counseling be repeated an 2 monthly hasis.)

e will begin therapy only or the second or third day of
the nexi normal menstrual peried

Major human fetai abnormalities related to Accutane
administration have been documented, including hy-
drocephalus, microcephalus, abnormalities of the ex-
ternal ear (micropinna, smail or absent exterpal
auditory canals), microphthalmia, cardiovascular ab-
normalities, facial dysmorphia, thymus gland abnot-
malities, parathyroid hormone deficiency and
cerebellar malformation. There is also an increased
risk of spontaneous abortion.

Efiective contraception must be used for at least one
month before beginning Accutane therapy, during ther-
apy and for one month following discontinuation of ther-
apy. It is recommended that two reliable forms of
contraceplion be used simultaneously unless absti-
nence is the chosen method.

If pregnancy does occur during treatment, the physician
and patient should discuss the desirability of continuing
the pregnancy.

Accutane should be prescribed only by physicians who
have special competence in the diagnosis and treat-
ment ol severe recaicitrant cystic acne, are experi-
enced in the use of systemic retinoids and understand
the risk of teratogenicity if Accutane is used during
preanansy.
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